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ABSTRACT OF THE DISCLOSUI^ 
Disclosed are novel 2-substituted quinolines of the 

formula : 

A G 




(I) 



(wherein A, B, D, E, G and L are each H, OH, halogen, cyano, 

carboxyl, nitro, CP3, OCP3, C^^^ alkyl, Q^^^ alkoxy or 

optionally substituted C^^^^ aryl, is halogen, cyano, nltro, 

azido, CP3, OCF3, SCF3, Cj^^Q alkoxy, C^^^g acyl, optionally 

substituted Cj^^g alkyl, Cg^^^ aryl, C^^^ alkenyl, -NR^R^ [in 
4 5 

which R and R are each H, C^_g alkyl, phenyl, acetyl or 
benzoyl] or 5- or 6-xnembered heterocyclic ring, R^ is C^_j^2 

cycloalkyl or -alkenyl, R"^ is OR^ or -HR^ -SO^-^^ , R^ is H, 

7 s 
Ci_3 alkyl or phenyl, R is H or C^_g alkyl, and R^ is optionally 

substituted C^^^^q aryl, C^^^g alkyl). The new substituted 

quinolines are useful as active substances in medicaments, in 

particular as lipoxygenase inhibitors • 
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The present invention relates to 2-8ub8tituted quino- 
lines, processes for their preparation and their use in 
medicaments • 



Substituted 4-(quinolin.2-yl.methoxy)phenylacetic acid 
derivatives and a -substituted 4«(quinolin-2-yl-niethoxy) - 
phenylacetic acid derivatives have been disclosed in 
EP 344,519 (US 4,970,215) and BP 339,416. 

The present invention now relates to 2-8ubstituted 
quinolines of the general formula (I) 



A O 



10 




(I) 



in which 



A, B, D, E, 6 and L are identical or different and 

represent hydrogen, hydroxy 1, halogen, cyano, 
carboxyl, nitro, trif luoromethyl , trif luoromethoxy 
15 or 

straight-chain or branched alkyl or alkoxy each 
having up to 8 carbon atoms, or 

represent aryl having 6 to 10 carbon atoms, which is 
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optionally substituted by halogen, hydroxyl, nitro 
or cyano, 

represents halogen, cyano, nitro, azido, trifluoro- 
methyl, trifluoromethoxy or trif luoromethylthio, or 
represents 8tralght«chaln or branched alkoxy or acyl 
each having up to 8 carbon atoms, or 
represents straight-chain or branched alkyl having 
up to 8 carbon atoms, which is optionally substi-- 
tuted by hydroxyl or alkoxy having up to 6 carbon 
atoms , or 

represents aryl having 6 to 10 carbon atoms, or 
represents straight-chain or branched alkenyl having 
up to 6 carbon atoms, or 
represents a group of the foxmula -im*R*, 

in which 

R* and are identical or different and 

denote hydrogen, straight-chain or branched 
alkyl having up to 8 carbon atoms, phenyl, 
acetyl or benzoyl, or 
represents a saturated or unsaturated, optionally 
substituted 5- or fi-membered heterocycle having up 
to 3 hetero atoms from the series comprising sul-^- 
phur, oa^en and nitrogen, 

represents cycloalkyl or -alkenyl having 3 to 12 
carbon atoms. 



2 - 



represents a radical of the formula -0R« 



in which 

R* denotes hydrogen, straight -chain or branched 
alkyl having up to 8 carbon atoms, or phenyl, 

R' denotes hydrogen or straight-chain or branched 
alkyl having up to 6 carbon atoms, 

R* denotes aryl having 6 to 10 carbon atoms, which 
is optionally mono- or diaubstituted by identi- 
cal or different aubstituents from the series 
comprising halogen, cyano, hydroxyl, nltro^ 
trlf luoromethyl , trif luoromethoxy , trif luoro- 
methylthlo, or by straight-chain or branched 
alkyl or alkoxy each having up to 8 carbon 
atoms , or 

denotes straight-chain or branched alkyl having 
up to 8 carbon atoms, which is optionally 
substituted by phenyl, which In turn can be 
substituted by halogen, cyano, nltro, trl- 
f luoromethyl , trlf luoromethoxy , trlf luoro- 
methylthlo or hydroxyl, or by straight-chain or 
branched alkyl or alkoxy each having up to 
6 carbon atoms 

and their physiologically acceptable salts. 
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5- and 6-ineinbered heterocycles which are mentioned as 
preferred are those having up to 2 nitrogen atoms such 
as, for example, pyrryl, pyrazolyl, pyridyl, pyrlmidyl, 
pyraainyl or pyrldazlnyl, or furyl or thienyl. 

In the context of the present invention, physiologically 
acceptable salts are preferred. Physiologically accept- 
able salts of the 2-substituted quinolines may be salts 
of the substances according to the invention with mineral 
acids, carboxylic acids or sulphonic acids. Particularly 
preferred salts are, for example, those with hydrochloric 
acid, hydrobromic acid, sulphuric acid, phosphoric acid, 
methanesulphonic acid, ethanesulphonic acid, toluene- 
sulphonic acid, benzenesulphonic acid, naphthalene- 
disulphonic acid, acetic acid, propionic acid, lactic 
acid, tartaric acid, citric acid, fumaric acid, maleic 
acid or benzoic acid. 



Salts in the context of the present invention are more-- 
over salts of the monovalent metals such as alkali metals 
and the ammonium salts. Sodium salts, potassium salts and 
20 ammonium salts are preferred. 

The compounds according to the invention exist in stereo- 
isomeric forms which behave either as image and mirror 
image (enantiomera) , or which do not behave as image and 
mirror image (diastereomers) • The Invention relates both 
25 to the antipodes and to the racemic forms as well as the 

diastereomer mixtures. The racemic forms, like the 
diastereomers, can be separated into the 
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stereoiaomerically uniform constituents in a known manner 
[cf, E-L, Eliel, Stereochemistry of Carbon Compounds, 
McGraw Hill, 1962] . 



Preferred compounds of the general formula (I) are those 
in which 



A, B, D, E, G and L are identical or different and 

represent hydrogen, hydroxyl, fluorine, chlorine, 
bromine, carboxyl, nitro, trifluoromethyl, tri- 
f luoromethoxy or 

represent straight-chain or branched allcyl or alkoxy 
each having up to 6 carbon atoms, or 
represent phenyl which is optionally substituted by 
fluorine, chlorine, bromine, hydroxyl, nitro or 
cyano , 

represents fluorine, chlorine, bromine, iodine, 
cyano, nitro, azido, trifluoromethyl, trif luoro- 
methoxy, or 

represents straight-chain or branched alkoxy or acyl 
each having up to 6 carbon atoms, or 
represents straight-chain or branched alkyl having 
up to 6 carbon atoms, which is optionally substi- 
tuted by hydroxyl or alkoxy having up to 4 carbon 
atoms, or 

repreaents straight-chain or branched alkenyl having 

up 'to 4 carbon atoms, or 

represents a group of the formula -NR*R*, 
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in which 

and are identical or different: and 

denote hydrogen or straight-chain or branched 
alJcyl having up to 4 carbon atoms, 

or represent pyrryl, pyridyl, furyl or phenyl, 

represents cycloallcyl having 3 to 12 carbon atoms, 

reprsents a radical of the formula -OR® or 
-NR'-SOa-R*/ 

in which 

R" denotes hydrogen or straight-chain or branched 
alkyl having up to 6 carbon atoms, 

R^ denotes hydrogen or straight-chain or branched 
alkyl having up to 4 carbon atoms, 

r" denotes phenyl which is optionally siabstituted 
by fluorine, chlorine, bromine, iodine, cyano 
or by straight-chain or branched alkyl or 
alkoaqr each having up to 6 carbon atoms, or 
denotes straight-chain or branched alkyl having 
up to 6 carbon atoms, which is optionally 
substituted by phenyl which can in turn be 
substituted by fluorine, chlorine, bromine or 
trifluoromethyl or by straight-chain or 
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branched alkyl or alkoxy each having up to 
4 carbon atoms 

and their physiologically acceptable salts. 

Particularly preferred compounds of the general formula 
5 (I) are those 

in which 

A, G and L are identical or different and 

represent hydrogen, hydroxyl, fluorine, chlorine, 
bromine or straight-*chain or branched alkyl having 
10 up to 4 carbon atoms, 

represents fluorine, chlorine, bromine, nitro, azido 
or trifluoromethoxy, or 

represents straight-chain or branched alkoxy or acyl 
each having up to 4 carbon atoms, or 
15 represents straight-chain or branched alkyl having 

up to 4 carbon atoms, which is optionally substi- 
tuted by hydroxy 1 or methoxy, or 

represents straight-chain or branched alkenyl having 
up to 4 carbon atoms # or 
20 represents a group of the formula -MR^R^, 

in which 

R^ and R^ are identical or different and 

denote hydrogen or straight-chain or branched 
alkyl having up to 3 carbon atoms. 
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or represents pyrryl, furyl or phenyl, 

represents cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl or cyclooctyl, 

represents a radical of the formula -OR* or 
-NR'-SOa-R®, 

in vhich 

r" denotes hydrogen or straight-*chain or branched 
alkyl having up to 4 carbon atoms, 

R' denotes hydrogen, methyl or ethyl, 

R* denotes phenyl which is optionally substituted 
by methyl, fluorine, chlorine, bromine, iodine, 
methoxy or trifluoromethyl, or 
denotes straight-chain or branched alkyl having 
up to 4 carbon atoms, which is optionally 
substituted by phenyl which can in turn be 
substituted by fluorine, chlorine, bromine, 
methyl or methoa^ 

and their physiologically acceptable salts. 

Very particularly preferred compounds of the formula (I) 
are those in which A, B, D, E, G and I* represent hydro- 
gen « Those coaipounds are also very particularly preferred 
in which the radical -CHR*-C0R' is in the 4-positlon 
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relative to the quinolylmethoxy radical - 

Processes for the preparation of the compounds of the 
general formula (i) according to the Invention have 
additionally been found, characterised in that 

[A] in the case where represents the group -OR* 
[AJ either compounds of the general formula (Ila) 




(Ila) 



in which 

R* and R' have the abovementloned meaning, 

W represents a hydroxyl protective group such as 
benzyl or tert. -butyl, 

and 

r"' has the abovementloned meaning of R® but does not 
represent hydrogen, 

are converted, after elindnatlon of the protective group, 
by etherlficatlon with 2-halogenDmethylqulnollnes of the 
general formula (III) 
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(III) 



CHj-Y 



in which 

A, E, 6 and L have the abovementioned meaning 

and 

Y represents halogen, in particular chlorine or 
bromine, 

in inert solvents into the compounds of the general 
formula (IVa) 




CHRi 



(IVa) 



10 in which 
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10 



A, B, D, B, G, L, r\ R* and R«* have the abovementioned 
meaning, 

and the latter in the case of the esters (R^ h H) are then 
hydrolysed, 
5 or 

[A2] compounds of the general formula (lib) 



W-O 




(lib) 

CH. (nb). 



COiR^' 

in which 

R^ and R^' have the abovementioned meaning, 

are converted, after elimination of the protective group, 
initially by etherif ication with 2-halogencmethyl- 
quinolines of the general formula (III) in inert solvents 
into compounds of the general formula (XVb) 

A G 

R^ 



D 





4 CHj 



Le A 28 177 



- 11 - 



in which 



A, B, D, E| 6, and R*' have the abovementloned 

meaning , 

and the latter are then alkylated with compounds of the 
general formula (V) 

R*-Z (V) 

in which 

R' has the abovementioned meaning 
and 

Z represents chlorine, bromine or iodine, 

in inert solvents and in the case of the esters (R<^ H) 

the esters are hydrolysed 

or 

[B] in the case where r' represents the group -nr^-SOjR', 
compounds of the general formula (IVc) 

A G 




(IVC) 
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in which 

A, B, D, E, and have the abovementioned 

meaning, 

are amidated in inert solvents, if appropriate in the 
5 presence of a base, with sulphonamides of the general 

formula (VI) 

HNR^-SOjR* (VI) 

in which 

R' and R* have the abovementioned meaning, 
10 and 

(C] in the case of the enantiomers the corresponding 
enantioraerically pure acids (ivc) are separated by a 
customary method and reacted further by the above- 
mentioned processes, it being possible for the substi- 
15 tuent R^ to be varied in any of the abovementioned steps , 
optionally by customary chemical methods. 

The processes according to the invention can be illus- 
trated by way of example by the following reaction 
schemes 
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The elimination of the protective groups from the corres- 
ponding ethers (lla) and (lib) is carried out by a 
customary method, for example by hydrogen© lytic cleavage 
of the benzyl ether in the abovementioned inert solvents 
5 in the presence of a catalyst with hydrogen gas [cf, 

additionally Th. Greent "Protective Groups in Organic 
Synthesis", J. Wiley & Sons, 1981, New York]. 

The etherification can be carried out in inert solvents, 
optionally in the presence of a base* Solvents for the 

10 etherification can be inert organic solvents which do not 
change under the reaction conditions. These preferably 
include ethers such as, for example, dioxane, totrahydro- 
furan or diethyl ether, halogenohydrocarbons such as 
dichloromethane , trie hlororoe thane, tetrachloromethane , 

15 1,2-dichloroethane or tr ichloroethy lene , hydrocarbons 

such as benzene, xylene, toluene, hexane, cyclohexane or 
petroleum fractions , nitromethane , dimethyl fomamide , 
acetonitrile, acetone or hexamethylphosphoric triamide. 
It is also possible to employ mixtures of these solvents. 

20 Bases which can be employed for the etherification are 
inorganic or organic bases. These preferably include 
alkali metal hydroxides such as, for example, sodium 
hydroxide or potassium hydroxide, alkaline earth metal 
hydroxides such as, for example, barium hydroxide, alkali 

25 metal carbonates such as sodium carbonate or potassium 

carbonate, alkaline earth metal carbonates such as 
calcium * carbonate, or organic amines (trialkyl(Cj-C4)- 
amines) such as triethylamine, or heterocycles such as 
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20 



pyridine, methylpiperidine , piperidine or morpholine. 

It is also possible to employ alkali metals such as 
sodium and its hydrides, such as sodium hydride, as 
bases . 

The etherification Is in general carried out in a temper- 
ature range from O'c to +150*C, preferably from +10*C to 
♦lOO'C. 

The etherification is in general carried out at normal 
pressure. However, it is also possible to carry out the 
process at reduced pressure or elevated pressure (for 
example in a range from 0.5 to 5 bar). 



In general, 0.5 to 5 mol, preferably 1 to 2 mol, of 
hallde (111) are employed relative to 1 mol of the 
reaction component. The base is in general employed in an 
15 amount of 0.5 to 5 mol, preferably of 1 to 3 mol, rela- 
tive to the halide. 

The compounds of the general formula (Ila) and (lib) are 
knovm per se or can be prepared by a customary method 
[cf. J. Org. Chem. 2X, 2658 (1966)]. 

The compounds of the general formula (III) and their 
preparation are also known [cf. Chem. Ber. J^, 649 
(1987)]. 

Suitable solvents for the process according to the 
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invention and for the alkylation are customary organic 
solvents which do not change under the reaction condi- 
tions. These preferably include ethers such as diethyl 
ether, dioxane, tetrahydrofuran, glycol dljaethyl ether, 
or hydrocarbons such as benzene, toluene, xylene, hexane, 
cyclohexane or petroleum fractions, or halogenohydro- 
carbons such as dichloromethane, trichioromethane, 
tetrachloromethane, dichloroethylene, trichloroethylene 
or chlorobenzene, or ethyl acetate, or triethyl amine, 
pyridine, dimethyl sulphoxide, dimethyl fonaamide, hexa- 
methylphosphoric triamide, acetonitrile, acetone or 
nitromethane , It is also possible to use mixtures of the 
solvents mentioned, Dichloromethane is preferred. 

The alkylation is carried out in the abovementioned 
solvents at temperatures from O'C to +150 'c, preferably 
at room temperature to 100*C, and at normal pressure. 

The amidation is in general carried out in inert solvents 
in the presence of a base and of a dehydrating agent. 

Suitable solvents here are inert organic solvents which 
do not change under the reaction conditions. These 
include halogenohydrocarbons such as dichloromethane, 
trichioromethane , tetrachloromethane ,1,2 -dichloroet hane , 
trichloroethane, tetrachloroethane, 1,2 -dichloroethylene 
or trichloroethylene, hydrocarbons such as benzene, 
xylene, toluene, hexane, cyclohexane or petroleum 
fractions, nitromethane, dimethyl formamlde, acetonitrile 
or hexamethylphosphorlc triamide* It is also possible to 
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employ mixtures of the solvents mentioned. Dlchloro- 
methane is particularly preferred. 



Suitable bases for the amidatlon are the customary basic 
compounds. These preferably include alkali metal 
hydroxides and alkaline earth metal hydroxides such as 
lithium hydroxide, sodium hydroxide, potassium hydroxide 
or barium hydroxide, alkali metal hydrides such as sodium 
hydride, alkali metal carbonates or alkaline earth metal 
carbonates such as sodium carbonate, potassium carbonate, 
or alkali metal alkoxides such as, for example, sodium 
methoxide or ethoxide, potassium methoxide or ©thoxide or 
potassium tert. -but oxide, or organic amines such as 
benayltrimethylammonium hydroxide, tetrabutylammonium 
hydroxide, pyridine, triethylamine or N-methylpiperldlne. 

The amidation is in general carried out in a temperature 
range from O'C to 150'C, preferably at 25'C to 40'C. 

The amidation is in general carried out at normal pres- 
sure. However, it is also possible to carry out the 
process at reduced pressure or at elevated pressure (for 
exan^le in a range from 0.5 to S bar). 

When carrying out the amidation, the base is in general 
employed in an amount of 1 to 3 mol, preferably of l to 
1.5 mol, relative to I mol of the carboxylic acid (Vic). 

Suitable del^dratlng reagents are carbodiimides 
such as, for example, dllsoproiqrlcarbodiimlde. 
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dicyclohexyl-carbodiimide or N-( 3.dilaethylaminopropyl)- 
N'--ethylcarbodilJIlide hydrochloride or carbonyl compounds 
such as carbonyldimiidazole or 1^ 2-oxazoliuin compounds 
such as 2«ethyl-5-phenyl-l,2-oxazolium-3-sulphonate or 
propanephosphonic anhydride or isobutyl chloroformate or 
ben20triazolyloxy-tris.(dimet:hylainino)phosphoniuin 
hexafluorophosphate or diphenyl aminophosphonate or 
me^hanesulphonyl chloride, optionally in the presence of 
bases such as triethylamine or M-ethylmorpholine or 
N-methylpiperidine or dicyclohexylcarbodiimide and N- 
hydroxysucclnimide (cf. j.c, Sheehan, S.L- LEdis, J. Am. 
Chem- Soc. SS, 875 (1973); P.E. Frerman et al., j, Biol. 
Chem, 22i, 507 (1982) and N.B. Benoton, K. Kluroda, Int. 
Pept. Prot. Res. 403 (1979), H, 187 (1981)]. 

The compounds of the general formulae (XVa), (IVb) and 
(IVc) are new and can be prepared by the abovementioned 
method . 

The compounds of the general formula (V) are known [cf. 
Beilstein 5,19/5,24/5,29] or can be prepared from the 
corresponding alcohols or cycloalJcenes by customary 
methods • 

The compounds of the general formula (VI) are known [at., 
for example, Beilstein 11/104]. 

The phenyl-substituted guinolines according to the 
invention can be employed as active substances in medica- 
ments. The substances can act as inhibitors of enzymatic 
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reactions in the context of arachidonic acid metabolism, 
in particular lipoxygenase. 

They are thus preferred for the treatment and prevention 
of diseases of the respiratory tract such as 
allergies /asthma, bronchitis, emphysema, shock lung, 
pulmonary hypertension , inflammations /rheumatism and 
oedemas, thromboses and thromboembolisms, ischaemias 
(peripheral, cardiac, cerebral circulatory disorders), 
cardiac and cerebral infarcts, angina pectoris, 
arteriosclerosis, in tissue transplantation, dermatoses 
such as psoriasis, inflammatory dermatoses and for 
cytoprotection in the gastrointestinal tract. 

The phenyl-substituted quinolines according to the 
invention can be used both in human medicine and in 
veterinary medicine. 

The pharmacological effects of the substances according 
to the invention are determined by the following method i 

As a measure of lipoxygenase inhibition, the release of 
leukotriene B* (LTBJ in polymorphonuclear human leuco- 
cytes (PMN) was determined after addition of substances 
and Ca ionophore by means of reverse phase HPLC according 
to Borgeat, p. et. al,, Proc. Nat, Acad. Sci. 2i, 2148- 
2152 (1979). 

The values obtained by this test for some compounds 
according to the invention are shown in Table 1 by way of 
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Table It 



Ea^^mple No> 5-LO IC. ( umnl fl) 

1 2.50 
27 0.69 

40 0.79 

41 0.56 



The present invention also includes pharmaceutical 
preparations which, in addition to inert, non- toxic, 
pharmaceutically suitable auxiliaries and excipienta, 
contain one or more compounds of the general formula (I) 
or which consist of one or more active substances of the 
formula (I), and processes for the production of these 
preparations , 



The active substances of the formula (I) should be 
present in these preparations in a concentration of 0.1 
to 99.5 % by weight, preferably of 0.5 to 95 % by weight 
of the total mixture. 



In addition to the active substances of the formula (I), 
the pharmaceutical preparations can also contain other 
pharmaceutical active substances. 



The abovementioned pharmaceutical preparations can be 
prepared In a customary manner by known methods, for 
example with the auxiliary (les) or exclplent ( s ) • 
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In general it has proved advannageous to admlniBtor the 
active 8ub8tance(8) of the formula (i) in total amounts 
of about 0.01 to about lOO mg/Xg, preferably in total 
amounts of about 1 mg/kg to SO mg/kg of body weight every 
24 hours, if appropriate in the form of several indivi- 
dual doses, to achieve the desired results. 

However, it may be advantageous to deviate from the 
amounts mentioned, in particular depending on the type 
and the body weight of the subject to be treated, on 
individual behaviour towards the medicament, the nature 
and severity of the disease, the type of preparation and 
administration, and the time or interval at which admin- 
istration takes place* 

Starting C9mpoqp<^g 

RjtfflmpiQ , 3;, 

Methyl 3-fluoro-5-hydroxyphenylacetate 



19*8 g (0.116 mol) of 3-f luoro-4-hydroxyphenylacetic acid 
are disBolved in 100 ml of methanol, i ml of cone, 
sulphuric acid is added and the mixture is heated to 
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boiling for 2 h. After cooling, the solvent is evaporated 
in vacuo, the residue is taken up in 250 ml of dichloro- 
methane and the solution is extracted twice with 
saturated NaHCO, solution. After drying, the organic phase 
5 is evaporated to dryness in vacuo and a viscous amber- 

coloured oil is obtained. 
Yield; 18.4 g (85.8 % of theory) 

The examples shown in Table I are prepared in analogy to 
the procedure of Example Is 

10 Table Ti 




CO2CH3 



Ex, No. 



W 



m^p.^C Yield (%) 



II 



H 



Br 



H 



Oil 



82*0 



15 



III 



H 



H 



147 



quanti- 
tative 
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Methyl 2- ( 4.methallyloxyphenyl ) -2-cyclopentyl-aeetate 




CO1CH3 

10 g (0.043 mol) of methyl 2-(4-hydroxyphenyl)-2-cyclo- 
pentyl-acetate are dissolved in 200 ml of dlinethyl- 
foxmamide and 4.1 g (0.043 mol) of methallyl chloride and 
5.9 (0.043 mol) of potassium carbonate are added with 
stirring. The mixture is allowed to react overnight at 
100 'C. After cooling, the solvent is evaporated in vacuo, 
the residue is taken up in 200 ml of dichloromethane, the 
solution is washed twice with 100 ml of water, the 
organic phase is dried using sodium sulphate and the 
product from evaporation in vacuo is purified by column 
chromatography (silica gel 60, eluent« toluene/ethyl 
acetate ■ 100 1 5). 

Yield. 7.66 g (61.9 % of theory) of pale yellow oil 
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Example v 

Methyl 2- ( 4-hydroxy-3-methallylphenyl ) -2-cyclopent:yl- 
acetate 




CO2CH3 



7.6 q (0.026 mol) of the compound from Example IV are 
dissolved in 50 ml of freshly distilled diethyl aniline 
and the mixture is heated overnight at 200*C (Claisen 
rearrangement) • After cooling, the solvent is distilled 
off in vacuo, the residue is taken up in 200 ml of 
dichloromethane and the solution is washed twice with 
40 ml of 2N hydrochloric acid in order to extract resi- 
dues of diethylaniline . It is then washed until neutral, 
dried with sodium sulphate and concentrated to a small 
volume. Purification is carried out by column chromato- 
graphy (silica gel 60, eluentt toluene/ethyl acetate » 
9tl) . 

Yields 4.3 g (57.4 % of theory) of pale yellow oil. 
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Example V7; 

Kethyl 2- ( 4-hydroxy-3-iaobutylphenyl ) -2-cyclopent:yl- 

acetate 



4 g (0,014 mol) of the compound from Example v are 
dissolved in 30 ml of methanol and 10 ml of acetic acid 
and hydrogenatad at 5.3 bar using Pd/C as a catalyst* 
Reaction timei 2.5 h. After filtering off the catalyst, 
the solvent is evaporated in vacuo and a slightly yellow- 
ish oil is obtained. 
Yieldx 3.6 g (88.7 % of theory) 

RyamplQ yj^j 

Methyl 4-acetoxy-phenylacetate 



HO 




COjCHj 




CO2CH3 
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10 g (0.06 mol) of methyl 4.hyciroxyphenylacetate are 
treated with 18,36 g (0.18 mol) of acetic anhydride 
(17 ml) and 1 ml of pyridine and the mixture is heated to 
boiling for 2 hours. The solvents are largely evaporated 
in vacuo, the residue is taken up in water and the 
solution is extracted with ethyl acetate. After drying 
using sodium sulphate, the solvent is distilled off in 
vacuo and a pale yellow, thin oil is obtained. 
Yield t 12.3 g (98.6 % of theory) 

B^an^pilQ VIII 

Methyl 4 -hydroxy^ 3-acetyl-.phenylacetate 




CO2CH3 

5.3 g of aluminium chloride are introduced under argon, 
4 g (0.019 mol) of the compound from Example vii are 
added and the mixture is heated at 150 *€ for 2 hours 
(Fries rearrangement). After cooling, 50 ml of dichloro- 
methane are added, and the mixture is heated briefly to 
boiling and filtered. Purification is carried out by 
column chromatography (silica gel 60, eluents toluene/ 
ethyl acetate » 8 z 2 ) . 

Yield: 2.4 g (60.7 % of theory) of yellow oil. 
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The examples shown in Table II are prepared in analogy 
the procedure of Example VII t 



Eablejcii 



fix. No. 




HjC-CO- H oil 86.8 

H H3C-CO- oil 96.0 



Methyl 2- ( 4-hydroxy-3-nitrophenyl ) -2-cyclopentyl-acetate 

NO2 




CO2CH3 



22,9 g (0.1 mol) of methyl 2-(4-hydrDxyphonyl)^2-cyclo- 
pontyl-acetate are dissolved in 50 ml of CH^Clj and added 
dropwise at 5*C to a solution of 50 ml of cone. 
HNO3/5O ml of HjO. The mixture is stirred for 15 min, then 
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processed In crude form. 



Examnlft ^^7; 



Methyl 2- ( 3-aiaino-4-hydrojcy-phenyl ) -Z-cyclopentyl-^ 



5.6 g (20 imnol) of the compound from Example XI are 
hydrogenatod at 4 atm. in 100 ml of ethanol with the 
addition of 0.5 9 of palladium/carbon (10 % strength). 
The catalyst is filtered off with auction, the filtrate 
la concentrated and the residue is further reacted 
without further purification (quantitative yield). 
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Example XTTt 



Hethyl 2- ( 3-azicto-4-hydroxy-phenyl ) -2-cyclopentyl-, 



5.0 g (20 imnol) of the crude product from Example XII are 
dissolved in 20 ml of H,0, 10 ml of ethanol and 20 ml of 
cone. HCl and the solution is diasotised at O'C with 
1.8 g (26 mmol) of sodium nitrite in 10 ml of HjO. After 
evolution of Nj has ended, the mixture ia extracted three 
times with 100 ml of CH,C1„ the organic phases are 
concentrated and the residue is chromatographed on silica 
gel 60 (CHjClj/MeOH = 100i2). 
Yields 4.5 g (82 % of theory) 
M.p. i 59-60*C 

Methyl 2- I 3-f luoro-4- ( quinolin-2-yl-methoxy )phenyl ] - 
acetate 



g (0.1 aol) of the compound from Bxample X are 




CO2CH3 
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dissolved in 50 ml of DKF and 4 g (0-1 mol) of NaOH in 
40 tnl of methanol are added. 17.8 g (0.1 mol) of 
2-chloromethylquinoline in 50 ml of DMP are added 
dropwise to this mixture with stirring and it is then 
heated at 100 for 5 h* After cooling, the solvent is 
evaporated in vacuo, the residue is taken up in dichloro- 
methane, and the solution is washed twice with water, 
dried and concentrated in vacuo to a small volume. 
Separation is carried out by column chromatography 
(silica gel 60, eluenti toluene/ethyl acetate - 9tl to 
8s2) . 

Yields 28 g (86 % of theory) of yellow oil. 
gxample 

2- [3*Fluoro-4-(quinolin*2-yl-methoxy) phenyl] -acetic acid 




CH2-COOH 



25 g (0.077 mol) of the compound from Example XIV are 
dissolved in 300 ml of methanol and 125 ml of 1 molar 
sodium hydroxide solution are added. The mixture is 
stirred at the boiling point for 3 h, allowed to cool and 
neutralised with IM hydrochloric acid, The whole is 
evaporated to dryness in vacuo, and covered with 50 ml of 
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water and with 150 ml of dichloromethane . The dichloro^ 
methane phase is dried and the solvent is evaporated in 
vacuo. Colourless crystals remain. 
Yield: 19.5 g (81.5 % of theory) 
M.p.: 177-179'C 

Example xvi 

2-[3-Fluoro-4-(quinolin-2-yl-methoxy)phenyl]. acetyl- 
methanesulphonamide 




CHrCO-NH-SOi-CHj 



6 g (0.019 mol) of the compound from Example XV^ 1.9 g 
(0.019 mol) of dried methanesulphonamide, 3.8 g 
(0.019 mol) of N^ethyl-N'-dimethylaminopropylcarbodiiaide 
hydrochloride and 2.4 g (0.019 mol) of dimethyl amino - 
pyridine are dissolved in 40 ml of dichloromethane and 
the mixture is stirred at room temperature for 60 h. It 
is then evaporated to dryness in vacuo, the residue is 
taken up in 40 ml of dichloromethane and the solution is 
washed twice with 20 ml of water. After drying the 
organic phase using Na^SO^, it is evaporated in vacuo and 
the residue is separated by column chromatography (silica 
gel 60, eluent dichloromethane/ethyl acetate/glacial 
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acetic acid = lOilil). 

Yield, 5.2 g (70.5 % of theory) of colourless crystals 
M.p.s 171*C 

Example yy;i;i; 

2.t3-Fluoro.4-(quinolin.2-yl.methoxy)phenylj-acetyl. 
bensylsulphonamide 



In analogy to Bxample XVI, the title compound is obtained 
from 4 g (0.013 mol) of the compound from Example XV, 
2.22 g (0.013 mol) of dried benzyl sulphonamlde, 2.49 g 
(0.013 mol) of M-othyl-N'-dimethylaminopropyl-carbodi- 
Imide hydrochloride and 1.59 g (0.013 mbl) of dimethyl- 
aminopyridine. 

Yieldi 4.4 g (72.9 % of theory) of colourless crystals 
M.p.: 156*C 
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Example yyTTT 



Methyl 2-[3-chloro-4-(quinolin-2.yl-methoxy)phBnyl]^ 

3C6tat6 




CHj-COj-CHj 



The title compound is prepared In analogy to the proce- 
dure of Example XIV from 5.3 g (0.03 mol) of 2-chloro- 
methylquinoHne, 6 g (0.03 mol) of methyl 3-chloro-4- 
hydroxyphenylacetate and 1.2 g (0.03 mol) of sodium 
hydroxide . 

Yield: 8.7 g (84.9 % of theory) of colourless crystals 
M.p. I 79"C 



[ 3-Chloro-4> ( quinolin-2-yl-methoxy) phenyl J -acetic acid 
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In analogy to the procedure of Example XV, the title 
compound is obtained from 4 g (0.012 mol) of the compound 
from Example XVIII and 18 ml of IN sodium hydroxide 
solution. 

Yield J 3.5 g (89.1 % of theory) of colourless crystals 
M.p.i 203-205'*C 

Example XX 

Methyl 2-[ 3-bromo-4- {quinolin-2-yl-methoxy)phenyl]acetate 



10 In analogy to the procedure of Example XIV, the title 

compound is prepared from 17 g (0.07 mol) of the compound 
from Example 12.32 g (0.07 mol) of 2-chloromethyl- 

quinoline and 2.8 g (0.07 mol) of sodium hydroxide. 
Yields 23.2 g (85.8 % of theory) of slightly yellowish 

15 carystals 

M.p.j 90*C 
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Byainp3,e X3{X 

2- ( 3.Bromo-4. ( quinolin-S-yl-methoxy )phenyl ] acetic acid 



In analogy to the procedure of Example XV, the title 
compound is prepared from 3 g (7,77 mmol) of the compound 
from Example XX and 12 ml of IN sodium hydroxide solution 
(12 mmol) • 

Yield: 2.5 g (86.5 % of theory) of colourless crystals 
M.p,: 206-208'C (dec.) 

Ei^ampJ.^ XXyi 

2~[3-Bromo-4-(quinolin-.2-yl-methoxy)phenyl]acetyl- 
methanesulphonamide 



In anology to the procedure of Example XVI, the title 
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compound is prepared from 2.8 g (7.5 mmol) o£ the com- 
pound from Example XXI, 0.71 g (7*5 mmol) of dried 
methanesulphonamide, 1.44 g (7.5 mmol) of N-ethyl-N'- 
dimethylaminopropylcarbodiiraide hydrochloride and 0.92 g 
(7.5 mmol) of dlmethylaminopyrldlne. 

Yieldi O.ee g (25.5 % of theory) of colourless crystals 
M.p.: 212''C (dec.) 

Example XXIII 

Methyl 2- [ 3-methoxy-4-(qulnolln-2-yl-methoxy )phenyl ] - 
acetate 



In analogy to the procedure of Example XIV, the title 
compound is prepared from 16 g (0.082 mol) of methyl 
3-methoxy*4-»hydroxyphenylacetate, 14.5 g (0.082 mol) of 
2«chloromethylqulnollne and 3.28 g (0*082 mol) of sodium 
hydroxide • 

Yield: 20.5 g (74.1 % of theory) of colourless crystals 
M.p.t 69*C 
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Example XYTxr 



2- [ 3.Methoxy-4- ( quinolln-2.yl.methoxy ) phenyl] -acetic acid 



The title compound is prepared from 3 g (8.9 xmnol) of the 
compound from Example XXIII and 12 ml of IN sodium 
hydroxide solution analogously to the procedure of 
Example XV. 

Yieldi 2.4 g (83.4 % of theory) of colourless crystals 
M.p.8 168-170*C (dec.) 

Example xxv 

Ethyl 2- [ 3-trif luorQmethylthio-4- ( quinolin-2-yl-methoxy ) - 
phenyl ] acetate 
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In analogy to the procedure of Example XIV, the title 
compound is prepared from 10 g (0.036 mol) of ethyl 
4-hydroxy-3-trif luoromethylthiophenylacetate, 7.7 g 
(0.036 mol) of 2-chloromethylquinoline and 2.88 g 
(0.072 mol) of sodium hydroxide. 
Yields 7,55 g (49.8 % of theory) of yellow oil. 

Example XXVI 

2-[3-Trifluoromethylthio-4-(quinolin-2-yl-methoxy)- 
phenyl ] acetic acid 



In analogy to the procedure of Example xv, the title 
compound la prepared from 2.1 g (5 mmol) of the compound 
from Example XXV and 0.4 g (0.01 mol) of sodium hydroxide 
in dioxane /water . 

Yields 1.8 g (91.6 % of theory) of colour leas crystals 
M.p.t 152'C 

2-[3-Tri£luoromethylthlo-4-(qulnolin-2-yl-methoxy)- 
phenyl ] acetyl -methanesulphonamide 



10 
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CHj-CO-NH-SOj-CHj 



m analogy to the procedure of Example XV, the title 
compound is prepared from 1.2 g (3.1 mmol) of the com- 
pound from Example XXVI, 0.38 g (4 mmol) of methane- 
BUlphonamlde, 0.77 g (4 mmol) of N-ethyl-N ' -dlmethyl- 
aminopropyl-carbodllmlde hydrochloride and 0.49 g 
(4 mmol) of dUnethylaminopyridlne . 

Yieldt 1.2 g (82.4 % of theory) of colourless crystals 
M.p.t 183*C (dec.) 

Example XXVttt 

Methyl 2-t3-nltro-4-(qulnolln-2-yl-methoxy)phenylJacetate 



In analogy to the procedure of Example xiv, the title 
compound is prepared from 10.75 g (0.0509 mol) of the 
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compound from Example in, io.9 g (0.051 mol) of 
2-chloromethylquinoline and 4.32 g (0.11 mol) of sodium 



Yield: 3.3 g (18.4 % of theory) of yellow crystala 
M.p. : 177*C 

Example XXTX 

Methyl 2- [ 3-amino-4- ( quinolin-2-yl-methoxy )phenyl ] acetate 



15 g (0.043 mol) of the compound from Example XXVlli are 
dissolved in 100 ml of tetrahydrofuran and 100 ml of 
methanol and 4 g (0.08 mol) of hydrazine monohydrate are 
added. Kaney nickel is added in portions under argon with 
stirring, the temperature rising to 50*C. After the 
evolution of gas has ended, the mixture is heated to 
boiling for a further hour and then filtered while hot. 
The filtrate is concentrated in vacuo and the residual 
oil is taken up using 250 ml of dichloromethane. After 
washing twice using water and drying with sodium sul- 
phate, the solvent is evaporated in vacuo and a colour- 
less oil is obtained which crystallises overnight. 
Yieldt 12.5 g (90.3 % of theory) of colourless crystals 
M.p. I 75*C 



hydroxide. 
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Example XX^ 



Methyl 2- [ 3- ( 1-pyrryl ) -4- ( quinolin-2-yl-methoxy) phenyl ] - 



5 g (0.016 mmol) of the compound from Example XXIX are 
diasolved in 70 ml of acetic acid, 2,78 g (0,02 mol) of 
2^5-dlmethoxytetrahydrofuran are added and the mixture is 
heated to boiling for 2 hours. After distilling off the 
acetic acid in vacuo, taking up the residue in 200 ml of 
dichlorome thane, extracting with water, drying with 
sodium sulphate and concentrating in vacuo to a small 
voliime, the brown oil which remains (6 g) is separated by 
column chromatography (silica gel 60, eluent: 
toluene/ethyl acetate » 4tl). 

Yieldt 3,2 g (53.8 % of theory) of colourless crystals 
M.p.i 102'C 



Example XXXT 



2- [ 3- ( 1-Pyrryl ) •4- ( guinolin-2-yl-methoxy) phenyl ] acetic 
acid 



acetate 
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N 



O 



CH2-COOH 



In analogy to the procedure of Exaxnple XV, the title 
compound is prepared from 0.8 g (2 mmol) of the compound 
from Example XXX and 0*2 g (5 mmol) of sodium hydroxide 
in 50 ml of isopropanol. 

Yield* 0.7 g (97, 8 % of theory) of colourless crystals 
M.p.i 173*C 

^?^WBple 

Methyl 2- [ 3-vinyl-.4. ( quinolin-2-yl-nethoxy) phenyl ] acetate 



200 mg (0.21 mmol) of the catalyst tl^{pl^enyl)3}^Pd are 
weighed into a 50 ml brown glass flask (flushed with 
argon) and 2 g (5.2 mmol) of the compound from Example XX 
and 1.4 ml (5.2 mmol) of BUaSnCH-CHa (d » 1.086), both 
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dissolved in 10 ml of toluene, are added under argon. The 
mixture is heated to boiling for 20 hours with stirring 
in a light-protected apparatus. The solvent is then 
evaporated in vacuo and the residue is separated by 
column chromatography (silica gel 60, eluent. toluene/ 
ethyl acetate = 4tl). 

Yield. 1.5 g (86.6 % of theory) of colourless crystals 
M.p.j 69'C 

BxamplB xvyr^T 

2- [ 3-Vinyl-4- ( quinolln-2-yl-methojv) phenyl ] acetic acid 




■^CHj-COOH 

In analogy to the procedure of Example XV, the title 
compound is prepared from 1.1 g (3.3 mmol) of the com- 
pound from Example XXXIl and S ml (5 mmol) of IN sodium 
15 hydroxide solution. 

Tieldi 1.0 g (95.0 % of theory) of colourless crystals 
M.p.i 173*C 



Example xxxTV 



Methyl -2- [ 3.ethyl-4- ( quinolln-2-yl-methoxy ) phenyl } acetate 
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CO2CH3 



14.3 g (0.0429 mol) of the compound from Example XXXII 
are dissolved in 150 ml of methanol and 15 ml of glacial 
acetic acid, 1.5 g of 5 % strength Pd-C are added, and 
the reaction mixture is heated to 30-35 and hydrogen- 
ated* It is filtered through silica gel, the filtrate is 
concentrated in vacuo and the residue is recrystallised 
from isopropanol. 

Yield! 8.5 g (59.1 % of theory) of colourless crystals 
M.p.i 72*C 

R?caiqpj,^ XXXV 

2- [ 3-Ethyl-4- ( quinolin-2*yl-methoxy ) phenyl ] acetic acid 




COOH 

The title compoxmd is prepared from 1.5 g (4.48 mmol) of 
the compound from Example XXXIV and 10 ml (10 nmol) of IN 
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sodium hydroxide solution analogously to the procedure of 
Example V- 

Yieldi 1.4 g (97.4 % of theory) of colourless crystals 
M-p.: 144"C 

Example xxx;vi; 

N- [ 3-Ethyl-4- { quinolin-2-yl-methoxy)phenyl lacetylmethane- 
sulphonamide 




CO-NH-SO2.CH3 



Analogously to the procedure of Example XVI, the title 
compound is prepared from 1,7 g (5,3 mmol) of the com- 
pound from Example XXXV, 0.6 g (6 mmol) of methane- 
sulphonamide, 1.2 g (6 mmol) of N-methyl-N'-dimethyl- 
aminopropylcarbodilmide hydrochloride and O.e g (6 mmol) 
of dimethylsminopyridine . 
15 Yieldt 1.4 g (66.3 % of theory) of colourless crystals 

M.p.t 170*C 
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Mfethyl 2-I3-allyl-4-(guinolin-.2-^yl-methoxy)phenyl]acetate 



In analogy to the procedure of Example XXXII, the title 
compound is prepared from 16.6 g (0.043 mol) of the 
compound from Example XX, 13.6 g (0.043 mol) of BUa-Sn- 
CH2-CH=CH2 and 2.0 g (0.0017 mol) of ( phenyl )3]^Pd. 
Yield t 7.6 g (50.9 % of theory) of colourless crystals 
M.p.i 71*C 

2-1 3-Allyl-4- ( quinolin-2-yl-methoxy) phenyl ] acetic acid 



COOH 

In analogy to the procedure of Example XV, the title 




CO2-CH3 
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compound is prepared from 2,0 g (5.8 mmol) of the coi 
pound from Example XXXVII and 10 ml (10 mmol) of : 
sodium hydroxide solution. 

Yieldi 1.7 g (88.0 % of theory) of colourless crystals 
M.p.s 130"C 



Example XXXTX 



Methyl 2- [ 3.propyl-4- (quinolin-2-yl-methoxy )phenyl 1- 
acetate 



In analogy to the procedure of Example XXXIV, the title 
compound is prepared from 7.5 g (0.0225 mol) of the 
compound from Example XXXVII and 0.8 g of Pd/C (5 %) 
using hydrogen. 

Yieldi 6.5 g (82.8 % of theory) of yellowish oil 

2- ( 3-Propyl-4- { quinolin-2-yl-methoxy) phenyl ] acetic acid 




COj-CHa 



l,e jjj ^9 i.77 
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In analogy no the procedure of Example XV^ the title 
compound is prepared from 1.5 g (4.3 mmol) of the com- 
pound from Example XXXIX and 10 ml (10 mmol) of IN sodium 
hydroxide solution. 

Yield: 1.4 g (97.2 % of theory) of colourless crystals 
M.p.i 135'C 



Example XLjt; 



2 • [ 3-Propyl-4- ( quinolin-2-yl-methoxy) phenyl ] -acetyl - 
methanesulphonamide 




In analogy to the procedure of Example xvi, the title 
compound is prepared from 1.7 g (5.1 mmol) of the 



I.e A 28 177 



• 50 - 



compound from Example XL, 0.6 g (6 mmol) of methane- 
sulphonamide, 1.2 g (6 mmol) of N-ethyl-N ' -dimethylamino- 
carbodiimlde hydrochloride and 0.8 g (6 mmol) of dlmeth- 
ylaminopyrldine . 

Yield: 1,5 g (71.4 % of theory) of colourless crystals 
M.p.i 155*C (dec.) 

ExainDlQ XLIl 

Methyl 2-1 3-acetyl-4-(quinolln-2-yl-methoxy)- 
phenyl ] acetate 




COa-CHa 

In analogy to the procedure of Example XIV, the title 
compound is prepared from 2.9 g (0,014 mol) of the 
compound from Example Vlii, 2.5 g (0.014 mol) of 
2-chloromethylquinoline and 0.56 g (0.014 mol) of sodium 
hydroxide . 

Yields 2.1 g (43.0 % of theory) of colourless oil 
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Exampla XLiri 

2 - [ 3 -Acetyl- 4 - ( quinolin-2 -yl-methoxy ) phenyl ] acetic acid 




COOH 

In analogy to the procedure of Example XV, the title 
5 compound is prepared from 1 g (2.9 mmol) of the compound 

from Example XLII and 0.13 g (5 .8 mmol) of lithium 
hydroxide in 10 ml of water. 

Yields 0.7 g (72.1 % of theory) of colourless crystals 
M.p. I 119*C (dec. ) 

0 Preparation Examples (aener al formula X ) 

Example 1 

Methyl 2 - [ 3- f luoro-4- ( quinoline-2-methoxy) phenyl ] -2- 
cyclopentylacetate 




- 52 - 



2061538 



0.45 g (0.015 mol) of 80 % pure NaH is auspended in DMP 
under argon, and 5 g (0.015 mmol) of the compound from 
Example XIV in 80 ml of DMP are added to the mixture. 
After evolution of hydrogen has ended, the mixture ia 
Bubaequently additionally stirred for 1 h. 2.4 g = 
1.61 ml (0.015 mol) of cyclopentyl bromide in 100 ml of 
DMF are then added dropwise in the course of 1 h and the 
mixture is allowed to react further overnight. The 
aolvent is evaporated to dryness in vacuo, the residue is 
taken up in dichloromethane, the solution is extracted 
with dilute hydrochloric acid and NaHCO, solution, dried 
and concentrated to a small volume, and the mixture is 
separated by column chromatography (silica gel SO, 
eluentt toluene/ethyl acetate « 9»1). 

Yieldj 3.5 g (59.3 % of theory) of colourless crystals 
M.p.i 75*C 

Example 2 

Methyl 2- [ 3-methoxy-4- ( quinolin-2-yl-methoxy) phenyl ] -2- 
cyclooctylacetate 



7.68 g (23 mmol) of the compound from Example XXIXI and 



20 




CO2CH3 
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4.4 g (23 imnol) of cyclooctyl bromide are dissolved in 
100 ml of dimethyl formamide, 3.36 g {30 mmol) of potas- 
sium tertiary butoxide, dissolved in 30 ml of DMF, are 
added dropwise to this mixture at 0 - 10 with stirring. 
The mixture is subsequently stirred at room temperature 
for a further two hours and then treated with 30 ml of IN 
hydrochloric acid. The solvent is then evaporated in 
vacuo, the residue is taken up in 200 ml of dichloro- 
methane and the dichlorome thane solution is washed twice 
with 100 ml of water. After drying with sodium sulphate, 
it is concentrated to a small volume in vacuo and the 
residue is separated by column chromatography (silica gel 
60, eluenti toluene/ethyl acetate = 4j1). 
Yield: 5.8 g (56.4 % of theory) of yellow oil 

The compounds shown in Table 1 are prepared in analogy to 
the procedures of Examples 1 and 2i 
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Exaanla 

2-l3-Fluoro-4-(quinolin-2-yl-met:hoxy)phenyl]-2-cyclo- 
pentylacetlc acid 




COOH 



In analogy to the procedure of Example xv, the title 
compound is prepared from 2.5 g (0.00635 mol) of the 
compound from Example 1 and 9.35 ml of i molar sodium 
hydroxide solution (0.00935 mol) 

Yield. 1.9 g (78.8 % of theory) of colourless crystals 
M.p.j 143 - 145*C 

The compounds shovm in Table 2 ware prepared in analogy 
to the procedure of Example 27: 
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Example S3 

{2-[ 3-Pluoro- ( 4'-qulAOlin-2-yl*me^hoxy )phenyl ] -2-cyclo- 
hepty lacetyl > -me thaneeulphonanlde 




5 In analogy to the procedure of Example XVI, the title 

compound is prepared from 1«7 g (0.0042 mol) of the 
compound from Example 29, 0.4 g (0.042 mol) of dried 
methaneeulphonamlde, 0.81 g (0.0042 mol) of N-ethyl-N'- 
dimethylaminopropylcarbodiimXde hydrochloride and 0.51 g 
10 (0.0042 mol) of dimethylaminopyr idine . 

The compounds shown in Table 3 are prepared in analogy to 
the procedure of Example 53 t 
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The compounds shown in Table 4 were prepared in analogy 
to the procedure of Example 27: 



Table 4 




Ex. No. 



68 




69 



70 




71 




XD 


m«p. 
(•C) 

112 


Yield 
(% of 
theory) 

92J 




(-)-Enantiomer 




XT) 


{+)-Enantiomer 






123 


ISA 



72 HjC^OCHj ^^J^^ 

73 HjC OH / \ 



115 

(decomposition) 
foam 
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The compounds shown in Table 5 were prepared in analogy 
to the procedure of Example 53: 

Table Si 
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The compounds shown in Table 6 were prepared in analogy 
to the procedure of Example 2s 
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Patent Claims 

2-Sub8tituted quinolines of the general formula 



in which 

A, B, 6 and L are identical or different and 

represent hydrogen, hydroxyl, halogen, cyano, 
carboxyl, nitro, trifluoromethyl, trifluoro- 
nethoxy or 

represent straight-chain or branched alkyl or 
alkoxy each having up to 8 carbon atoms, or 
represent aryl having 6 to 10 carbon atoms, 
which is optionally substituted by halogen, 
hydroxyl, nitro or cyano, 

R* represents halogen, cyano, nitro, aiido, tri- 
fluoromethyl, trif luoromethoxy or trifluoro- 
methylthio, or 

represents straight-chain or branched alkoxy or 
acyl each having up to 8 carbon atoms, or 
represents straight-chain or branched alkyl 
having up to 8 carbon atoms, which is 




CO 
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optionally substituted by hydroxyl or alkoxy 
having up to 6 carbon atoms, or 
represents aryl having 6 to 10 carbon atoms, or 
represents straight-chain or branched alkenyl 
having up to 6 carbon atoms, or 
represents a group of the formula -NR*R*, 

in which 

R* and R* are identical or different and 

denote hydrogen, straight-chain or 
branched alkyl having up to 8 carbon 
atoms, phenyl, acetyl or benzoyl, or 
represents a saturated or unsaturated, 
optionally substituted 5- or 6-membered 
heterocycle having up to 3 hetero atoms 
15 from the series comprising sulphur, oxygen 

and nitrogen, 

R* represents cycloalkyl or -alkenyl having 3 to 
12 carbon atoms. 



20 -NR^-SOa-R', 
in which 

R* denotes hydrogen, straight-chain or 
branched alkyl having up to 8 carbon 
atoms, or phenyl. 
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R denotes hydrogen or straight-chain or 
branched alkyl having up to 6 carbon 
atoms , 

R* denotes aryl having 6 to 10 carbon atoms, 
which is optionally mono- or disubstituted 
by identical or different substituents 
from the series comprising halogen, cyano, 
hydroxyl, nitro, trif luoromethyl, tri- 
f luoromethoxy, trif luoromethylthio, or by 
straight-chain or branched alkyl or alkoxy 
each having up to 8 carbon atoms, or 
denotes straight-chain or branched alkyl 
having up to 8 carbon atoms, which is 
optionally substituted by phenyl, which in 
turn can be substituted by halogen, cyano, 
nitro, trifluoromethyl, trif luoromethoxy, 
trifluoromethylthio or hydroxyl, or by 
straight-chain or branched alkyl or alkoxy 
each having up to 6 carbon atoms 

and their physiologically acceptable salts. 

2-Sub8tituted quinolines according to Claim 1, 

in which 

A, B, D, B, G and L are identical or different and 
represent hydrogen, hydroxyl, fluorine, 
chlorine, bromine, carboxyl, nitro, trifluoro- 
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methyl, trifluoromenhoxy or 

represent straight-chain or branched alkyl or 
alkoxy each having up to 6 carbon atoms, or 
represent phenyl which is optionally substi- 
tuted by fluorine, chlorine, bromine, hydroxyl, 
nitro or cyano, 

represents fluorine, chlorine, bromine, iodine, 
cyano, nitro, azido, trifluoromethyl , tri- 
fluoromethoxy, or 

represents straight-chain or branched alJcoxy or 
acyl each having up to $ carbon atoms, or 
represents straight-chain or branched alkyl 
having up to 6 carbon atoms, which is option- 
ally substituted by hydroxyl or alkoxy having 
up to 4 carbon atoms, or 

represents straight-chain or branched alkenyl 
having up to 4 carbon atoms, or 
represents a group of the formula -NR*R*, 
in which 

R* and R^ are identical or different and 

denote hydrogen or straight-chain or 
branched alkyl having up to 4 carbon 
atoms , 

or represent pyrryl, pyridyl, furyl or phenyl, 

represents cycloal)^! having 3 to 12 carbon 
atoms. 
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represents a radical of the formula -OR" or 
-NR'-SOa-R®, 

In which 

R' denotes hydrogen or straight-chain or 
5 branched alkyl having up to 6 carbon 

atoms f 

VH denotes hydrogen or straight-chain or 
branched alkyl having up to 4 carbon 
atoms , 

J^' denotes phenyl which is optionally sub- 
stituted by fluorine, chlorine, bromine,, 
iodine, cyano or by straight- chain or 
branched allcyl or alkoxy each having up to 
6 carbon atoms, or 

denotes straight-chain or branched alkyl 
having up to 6 carbon atoms, which is 
optionally substituted by phenyl which can 
in turn be substituted by fluorine, 
chlorine, bromine or trifluoromethyl or by 
straight-chain or branched alkyl or alkoxy 
each having up to 4 carbon atoms 

and their physiologically acceptable salts. 
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2«Sub8titut:eci quinolines according to Claim 1, 
In which 

A, B, D, G and L are identical or different and 
represent hydrogen, hydroxyl, fluorine, chlorine, 
bromine or straight-chain or branched alkyl having 
up to 4 carbon atoms, 

represents fluorine, chlorine, bromine, nitro, 
asido or trifluoromethoscy, or 
represents straight-chain or branched alkoxy or 
acyl each having up to 4 carbon atoms, or 
represents straight-chain or branched alJcyl 
having up to 4 carbon atoms, which is option- 
ally substituted by hydroxyl or methoxy, or 
represents straight-chain or branched alkenyl 
having up to 4 carbon atoms, or 
represents a group of the formula -NR*R*, 

in which 

R* and R* are identical or different and 

denote hydrogen or straight-chain or 
branched allcyl having up to 3 carbon 
atoms , 

or represents pyrryl, furyl or phenyl, 

R* represents cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl or cyclooctyl. 
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R* represents a radical of the formula -0R» or 
•NR'-SOa-R*, 

in which 

denotes hydrogen or straight-chain or 
branched alkyl having up to 4 carbon 
atoms , 

R' denotes hydrogen, methyl or ethyl, 

R* denotes phenyl which is optionally sub- 
stituted by methyl, fluorine, chlorine, 
bromine, iodine, methoxy or trifluoro- 
methyl , or 

denotes straight-chain or branched alkyl 
having up to 4 carbon atoms, which is 
optionally substituted by phenyl which can 
in turn be substituted by fluorine, 
chlorine, bromine, methyl or methoxy 

and their physiologically acceptable salts. 

A compoiind according to claim I wherein audi coiqioand is 2-[3-isobutyl- 
4-(quinoIine.2-yI.methoxy)phcnyl]-2<yclopentyl^^ acid of the fonnula 



20 




COOH 



or a physiologically acceptable salt thereof, 
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A compound according to claim 1 whetein such compound is (2-[S-propyl- 
4-(quinoline-2-yl-meUioxy)phenyl]-2*cycloheptyl-acetic acid] methan 
sulfonamide of the formula 




CONHSO2CH3 

or a physiologically acceptable salt thereof. 

A compound according to claim 1 wherein such compound is 
isobutyl-4*(quin6line-2-yl-methoxy)phenyl]-2-cyclopentyl-aoetic 
methan sulfonamide of the formula 



l2-[3- 
acid) 



10 



15 
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CONHSO2CH3 

or a physiologically acceptable salt thereof. 

A compound according to claim 1 wheiein such compound is 2-[3-isobutyl- 
4*(quinoline^2-yl-mcthoxy)phenyl]^2-cycloheptyl-acetic acid of the formula 




COOH 



or a physiologically acceptable salt thereof. 

A compound according to claim 1 wherein such compound is {2-[3- 

isobutyl-4*(quinoline-2-yl-methoxy}phenyl]-2-cycloheptyl-acetic acid} 
methan sulfonamide of the fonnula 




CONHSO2CH3 

or a physiologically acceptable salt thereof. 
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9. A compound according to claim 1, wherein such compound 

is represented by the formula: 




COOCH-, 



[in which: 



R is F, CI, Br, OCH,, 



-COCH3, -N., -/ or -/ , and 

^ ^ \)CH-, ^0H 



R is cyclopentyl, cyclohexyl, cycloheptyl or cyclo- 

octyl) , 

or a physiologically acceptable salt thereof. 

10. A compound according to claim 1, wherein such compound 

is represented by the formula: 




COOH 



[in which 



R*^ is P, CI, Br, OCH3,-N^, ^ , , 



or 



OCH, 



y , and 
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2 

R is cyclopentyl, cyclohexyl, cycloheptyl or cyclo- 

octyl] , 

or a physiologically acceptable salt thereof, 

11. A compound according to claim 1, wherein such compound 

is represented by the formula: 




CONHSO^-R® 



[in which: 



R is "CH3, -CB^C^H^, -CBicn^)^, -CgHg or -CgH5-p-CH3; 
is F, CI, Br, OCH3,-lQ),-^,^,^^^ ^ ^ 



-COCH-,, -NO-, — < oa: — / and 

R is cyclopentyl, cyclohexyl, cycloheptyl or cyclo- 

octyl] , 

or a physiologically acceptable salt thereof. 

A pharmaceutical composition for the treatment of 
diseases of respiratory tract, which comprises an effective 
amount of the compound or salt as defined in any one of claims 1 
to 11 in admixture with a pharmaceutically acceptable auxiliary 
or excipient. 

13. A process for producing the 2-substituted quinoline 

of the formula (1) as defined in claim 1, which comprises: 
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[A] when represents the group -OR^, 
CA^] (i) eliminating the protective group w from a 
compound of the formula: 

a 



(Ila) 



[wherein R^ and R^ have the meanings given in claim 1, 




W is a hydroxyl protective group, and 

hydrogen] , 



has the meaning given for R^ in claim 1 except for 




{ii) etherifying the resulting compound with a 
2 -halogenome thy Iqu incline of the formula: 



(III) 



[wherein A, B, D, G and L have the meanings given in claim 1, 
and 

y is halogen] 

in a reaction inert solvent, and (iii) where required, hydrolyz- 

ing the ether if ication product to obtain a compound (I) in which 

3 6 6 

R is OR and R is hydrogen, or 

[A2] (i) eliminating the protective group W from a 
compound of the formula: 
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W- 

[wherein b} , and W have the meanings given above] , 

(il) etherifying the resulting compound with a 
2-halogenomethylquinoline of the formula (lli) defined above in 
a reaction inert solvent to obtain a compound of the formula: 
A G 

B 



(IVb) 




[Wherein the symbols have the meanings of the starting materials], 
(iii) alkylating the compound of the formula (IVb) with 
a compound of the formula: 



2 

[wherein R has the meanings given in claim 1, and 

Z is chlorine, bromine or iodine] 
in a reaction inert solvent, and (iv) where required, hydrolyzing 

the alkylation product to obtain a confound (l) in which R^ is 

S 6 
OR and R is hydrogen, and 

[B] when R^ represents the group -nr'^-SO^-R^ , amidating 
a compound of the formula (I) obtained above with a sulfonamide 
of the formula: 
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HNr'^-S02-R^ (VI) 
[wherein r'^ and R® have the meanings given in claim 1]. 

14. A process according to claim 13, which further 

comprises : 

separating a mixture of enantiomers of a compound of 
the formula (I) in which R^ is OR^ and R^ is hydrogen into each 
enantiomer . 
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